1-Azido-2-(2-(2-iodoethoxy)ethoxy)ethane (6)
2-(2-(2-Azidoethoxy)ethoxy)ethyl 4-methylbenzenesulfonate (1.2 g, 3.64 mmol, 1 equiv) and NaI (2.18 g, 14.64 mmol, 4 equiv) were dissolved in anhydrous acetone (28 mL) under inert atmosphere and it was refluxed overnight. Then, the solvent was removed under reduced pressure and the crude was dissolved in DCM (100 mL), washed with H 2 O (100 mL) and brine (100 mL). The organic layer was dried over Na 2 SO 4 and the solvent was removed under reduced pressure to obtain 0.87 g (84% yield) of 6 as colourless oil. 
2-(Allyloxy)ethyl 4-methylbenzenesulfonate (8)
2-Allyloxyethanol (5 g, 48.9 mmol, 1 equiv) was tosylated as previously described and the crude product was purified by column chromatography using PE/EtOAC (8:2) as eluent to obtain 8.48 g (68% yield) of 8 as colourless oil. H). 
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3) Synthesis of new cryptophycins uA[acetonide]DC (17)
Unit A synthesized as previously described [3] (300 mg, 0.80 mmol, 1 equiv), unit CD (360 mg, 0.80 mmol, 1 equiv) and 4-DMAP (25 mg, 0.2 mmol, 0.25 equiv) were placed in a round bottomed flask under argon atmosphere. Anhydrous THF (10 mL) was added and the solution was cooled down to 0 °C. Et 3 N (225 μL, 1.6 mmol, 2 equiv) and 2,4,6-trichlorobenzoyl chloride (255 μL, 1.6 mmol, 2 equiv) were added dropwise and the solution was stirred at 0 °C for 3 h. Then, a 10% citric acid solution (25 mL) was added and the solution warmed up to rt.
Solution was extracted with EtOAc (3 × 50 mL), the combined organic layers were washed with sat. NaHCO 3 (100 mL) and brine (100 mL), dried over MgSO 4 and the solvent was removed under reduced pressure. The product was purified by column chromatography using PE/EtOAc (9:1 → 8:2) as eluent to obtain 520 mg (80% yield) of 17 as colourless oil. 17 (290 mg, 0.35 mmol, 1 equiv) was dissolved in anhydrous DMF (2 mL) under argon atmosphere. Then, piperidine (175 μL, 1.75 mmol, 5 equiv) was added and the solution stirred at rt for 2 h. After this time the solvents were removed under reduced pressure. 13 (220 mg, 0.45 mmol, 1.3 equiv) was dissolved in anhydrous CH 2 Cl 2 (1 mL) under argon atmosphere and the solution was cooled down to 0 °C. Then, Et 3 N (160 μL, 1.12 mmol, 3.2 equiv) and deprotected unit ADC in anhydrous CH 2 Cl 2 (1 mL) were added dropwise. Then, HOAt (78 mg, 0.57 mmol, 1.6 equiv) was added as a solid. After complete dissolution, EDC·HCl (109 mg, 0.57 mmol, 1.6 equiv), was added and the mixture stirred overnight while gradually warmed to rt. Then, H 2 O (45 ml) and EtOAc (45 mL) were added, the layers were separated and the organic layer was washed with 5% KHSO 4 (45 mL) and saturated NaHCO 3 (45 mL), it was dried over MgSO 4 and the solvent was removed under reduced pressure. The product was purified by column chromatography using PE/EtOAc (3:2) as eluent to obtain 190 mg (51% yield) of 18 as white solid. The diol of 20 (20 mg, 24.1 μmol, 1 equiv) was transformed to the corresponding epoxide using a procedure previously described in the literature [4] . Final purification by column chromatography with PE/EtOAc (1:3) as eluent and subsequent lyophilization afforded 7 mg (36% yield over 3 steps) of 22 as a white solid. The diol of 21 (40 mg, 52.9 μmol, 1 equiv) was transformed to the corresponding epoxide using a procedure previously described in the literature [4] . Final purification by column chromatography with PE/EtOAc (1:2) as eluent and subsequent lyophilization afforded 24 mg (61% yield over 3 steps) of 23 as a white solid.
